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= (54) TiUe: AGENT FOR REDUCING SIDE EFFECTS OF DICLOFENAC 
^ (54)S6IB<D««;: □ :7 x:^^OSlJf^^«iMftl 

^ (57) Abstract: Reduction of the side efifects of diclofenac or its salt An agent for reducing the side efifects of diclofenac or its salt 
characterized by containing omoprostil. It is expected that a composition containing diclofenac or its nontoxic salt with omoprostil 
^ is comparable or even superior to marketed diclofenac tablets or arthrotec tablets in effects and immediate action while showing little 
^ side effects (in particular, digestive disorder, gastric ulcer, diarrhea/vomiting and renal disorder) and exerting excellent antipyretic, 
analgesic and antiinflammatory effects. By formulating the composition into a preparation of separate package type, the stability of 
omoprostil can be improved. 
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Anti-lQflanimatory Drug ; &sTN SAIDt iS^IBi-^ „ ) Hi^^^-ChZ w i: lO? 

So NSA I D^^:JbntS::tv6>Of^>^a'f^«T^^K>'m;0^fct7)-7"n>^^i^ 
(PG) Hg-a^^j^B&T'feS n;^d^v-y^^^'^^ (COX) 

2n PGl2^ PGF2aN 

TXA, 

20 . POD (D^^^-^nm-r^^tK-h^ tmi^fhX\^^o t^§5f5COXtC 
fl> #^MCOX-l ,>^^MCOX-2;05;i^^-t-5- i;0S^e>tbTV^fc:05 

. m>5mi^M(o c o X - 3 ;&5#^E * fc c o X - 2 %m^mfj^^-r 5 

t:55|ilg$^XV^5 (ProNAS 99 : 13371, 2002) » t2&5p5s f5:^6?)5^iN S A I D 

x-1. cox-2*5J;r;«cox-3P£#^m^:*5V^T|l:^sfc^3, c:ti.e>J55 
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S3H"efe5 (ProNAS 99 : 13926, 2002) „ 

v^T. m6«Jcox-2la#^Jmmbi§l^#©^^^^^v^il?i•m2^^^Ji:bT. # 

CProNAS 96 : 7563, 1999) » Uy6^U :^3£?'^fL1^3teJ^F^T' 
C O X - 2 itm^^m^m-^ VX\^^^t ^)mm $ (Gastroenterology 1 12 
15 : 387-397, 1997) . Ml^i^COX- 2mMMnH. t^n U H (Helicobacter pylori 

tiW:^^^<Dmm^mm-^'^^:Lt7!>mm'^tix\^^o x^x, nsaid 
t^: <t «? ^ -5 m<ti^mm<D^mt cox-i*3j;tj«cox-2 

Mi!>^^->^Xh^^tt^^\^^tlX\f^^ (GastroentCTology 119 : 706, 2000) „ ^ 

^mimm^(D^mmmit. ^M<D$^mnmcoxmmM (nsaid) iz. 

it LT^^?•^V^:^S^ LTV^S (Gastro«iterology 117 : 776, 1999, Lancet 

354 (9196) : 2106, 1999) o -^f^. ^^^(Dti S AlTt bmmz.m>SmCOX 

-2umm^-^s ^mx(OTG^^^ (^^^iPGia. •poB,^bm^fix\^ 

^ V ^ 5 MB SfJ#.m 5 (JPET 298 : 735, 1999) „ * fc. MWf^ C O X - 2 
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V ^ t (DmWii^ h S (JPET 289 : 735, 1999, JAMA 286 : 954, 2001) „ N S A I D 

m^\-t. B^y ^-^^umt^n^tzM^m^ (y t^-^^ 3i(i) : 96-111, 1991 

15 /K T-^;^^%>^l^b:^;V/^np.^;V}:^mm^^-i-^t. NSAID©^ 

miBt^Kii^ i^xmimmmtmm^titi ^ t tm^^fix^^^ (progress in 

Medicine 9(7) : 183-190, 1989) „ WO02/066030-^B^^#lC(^^:;»i^ a^-^-i^ 

. #{-Tm<^0^/^5^V^^ i:;OS^^$;}^XV^S (Ann Intern Med 119(4) : 257, 
1993) o 
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10 eA±(Dr ifpi^fj, :ft^(^COX-l, COX- 2^ *5 j:tJ?COX- 3|Jfi# 
25 <OU^m-^mWL\^. 30^oPGM#^-05^^-efe5ffMia'a'lPJS:ffi#ti-5ri: 
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<tt;«fia?^3^Jd^ 6) JSCS jpJgi^JlRl^igilJ^'a'*?-^:^ ^ ^ J^: J; > ^ffil^^^^tt^jjt 

20 isaifpjc^LT^ 1 o;5'^<D x-b^h 1000 1 •r*fe'5S«ia4 j2^(^i'j# 

/^^^5 w g'^^t-5BlflB3|Bife<^SrJf^fflgi^^i, 

?^^Jd^e>5fe5®l^m#J (D-1) Sr^#i-5lO(^@?^^TfeSS«|B3|B 
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(9) (A) ioo^m%\^Mvx. m^mmmm^4:0 
~ 9 5 MMVo^m wmm^m (d-d i o o vrmmm't 

5 2 0 ~ 9 5 ®fi%##-r SMIB 8 iB^^ilJf^^^i^^J, 

(10) /\^mi^:i3'y±/vm (A) <^MSl56>e>4 0 0<®T?fcSmB8|B^(7) 

(11) /im^:^':f-^/i^m (A) <o#:;0U*fc(i2<@T'fc6«&IB8|a^(DSti 
10 (1 2) /hM|JC:«7r/'-fe/l<'^J (A) <D^;JS 0.1mm3a=>b 2mm-efe5mfiai 

(13) /hMi8fe;«7:/-fe/VM (a) 0^:65 2mmd^fe 6mmT'fc5tufBl 1 

15 ffiS^^|flJ> 

(1 5) ^mms^mhVis^V'^v whyj^^^y y^^^ffc^Huiei 4Ib^<75 

20 (17) m^m^m (D - 1 ) id^jg^gSt^j-rfe S S«IB 7 IB«fe<^5irjf^;^^M^J, 

(18) m^M(D^i^m^^i!)m 200 n m~ e 0 0 ^ mxh^mm 1 7ib 

(19) ®?^:aS|^i'T?$>SS«fla7|2^©grjf^ffiSi^^K 
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(21) mjmmm:ij s ttna 2 0 ^wc<ow\i^mmmM. 

(2 2) ^^f-^jvn (A) ^^:^*^^5^ft^4^^^S^J;as^y;^7:/y y i^-^fc 

5 . KT*& s tm 2 0 ^mmi^mmwM. 

(2 3) @?I^^Jd5^5if!|-e$>Sfi5lB2 OlBmoicJf^ffigJ^lpJ, 

(2 4) :^>'i-/:^i=';:^^/^*5j;Ot^ffi't!^^I^S^j;0.e^£^M^mfifi;tr (B) . 

(25) mmtm-^ zf-^^^^n-^^^ md. 2 4 iB^oiijf^^^^g^^j, 
(2 6) @?^M:as^;*7'^/u^j-c?fc5giri32 A^m(o^\^mwmi. 

(2 7) ^^J'Jfe< liBe;_b, <D^/i-/:7'i=t;^^/U33j;tK?a<4^j^^^-^ 
15 ?fttt^?g»J:a>bJi^5M^im^t? (D-2) tr-^W-rsio(59@^^JTfc5 
(28) mM^ltm:fJ -f-^fvn-^-h^ griB 2 7 IB<fe<^)iiJ{^ffi^^^ij, 

(2 9) H?i^^J;dS5M;*:7^'fe/t.^jX'fe<5gr|B2 7 fB«©ifJf^^^^^J^ 
25 (3 2) ^Mii<}lh'L^^±.(D^ :7"p;^f^/U'*3j;rjt4 O'-g 5K*% 
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•^i5^^fcJ«(D*^:ioj;tJ?2 0~9 5 (D 
2|caig|g^^:*3V^T. t?iJ'n:7ar-:hiJ^itt {2- [ (2, e-^^i^nn^:^- 

D-:^^/^;*^^^) (^ii, ^f^;&fl#?ia (Mxif^. mmmm. m^.^, mmm. 
^<t7kmmm.. Bf^^t^mmm.. mmm.. vi^mm. mm^m . ^mmm. 

:^^>:^/i^:^>^mm.. b/uji:^:5^/^5i^i^^i|[, ^-fe 

25 (DT/u:^)) i±m) ^m^. ri^^^f7Am.. mmT%:^m. mmmm.(o 
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5 hy^^A) TfcSo 

mm.^. mwms- mmm. mm. mm • ^m^^ • m-m^(Dm^ • 
15 mm. -w^fH^^. m§SLP^^m. mm^. WBsiH5i^^3S*5<j:tj«/^fcWi^i4± 

nj^mmt LXfflV^Sr i::$s-e#So 
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1) &.T<0. {>fi:< t%im&^±(0 (A) . H^^U (D) ^^^-t^KXO 

2) eilT(^>^ ^J?:^^< i:%lfigJ^±<Z) (A) 33J;t)«d^5^^< i:t>l«£;-b<^ (C) 
10 3) UT<D (B) *3j;t)«^I^f^< i:^ l^gAJKD (C) §:-^W-r ^ 1 oo^;«7 

4) e^TO. ^f?':^^ < % 1 ^m-b© (A) . *3J:tJ« (D) ^^^'t?>l^(D 

5) (B) *3J;tJ^/^< i:t>im-h<^ (C) 

15 

6) i^i5'n>^ai^i5'^fc?i^(D|&Sr'^^-f-5ife:i&:r-fe/v^|glT-JBiT<^5 (B) 

7) •tiv/':fu:K^;v^^:^-ir^W^^':f-^)\^&mx^X^(0 (D) ^^«UT 
20 8) ^xr(0^ ^i^;fc< (A) . (D) ^-^^i-t-a 1 

9) ii??'^ < <i: ^ 1 (A) *5i:tJ«i>^^< irt> li^^S^-tco (C) 

i^-ilMM^Ji: UTfi. i>^^< irt>imJ:<^ (A) *3j;t>* (D) Sr^W^ 
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m^) -ei^itbfctj© m^f£. (oval) ^e^^^K (round) m. 

•^^i^hV— (suppository) Ms :t':fv2:y^ (oblong) (tube) 

mm) "^mrm m^^. zifiyx/u^, Hmyx/^?^, Egm/x/i-^, 3: 

10 M/X/i^^^) Tf^itLfctjCO (^^— -t.l^;^;?7:/"fe-/^) :d5'^*tt5o 

^j:^mi^mmv. ^^^s^^^mmx^ ^m^xhfn-£x\,\ 

•^/uu—yt. (HPMC) 7"/^7i/i7::^*feyK ^Vlf^/^T/i^=i— 
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)V (PVA) •)3-zt^Mz.mn^%'^\^1^%<^'^^^» m:^-:^-^/^<D^^^t 

m^m. A^^m^m. -^^^^m. ^^y^m. t-^!7!j^ffi, -Y-ym, 

b«>*n=iv'?fi, i^77?7>-^ft. =f-7^ft, l^^tft. /-^-Afft. 

;^-!J->^*^ ^m. '^:ijm. mm. ^m. mm. '^m. -z^nn-u 

mm. mim. ^mmmmhv li^v'tv k (mct) . hv:^zfvv>^. ^ 
y ^ y * / y v^^/ y -fe y y y /k^— b s 

15 ?fi14^^S^J b-Ciif * L < ft> fl'^gJi^m h y iJ^ y -fe: y K (MC T) 4 

;/fc«hy ;&7'y y v-efeSo 4»^J!gji6^hy iJ^y-^y k (mct) m 

mm.(o^mm.^-b^ 4-10 h y y -fe y k^^^5^ i: i-s t o 

S^v^ 5 o y -fe- y K4'<^)TO^^ja:5?? i^W.. yUy'V /i^m. iJ-f^) 
7»>y >'^^<^^<^"t?fe!9> JJgJiSgllfP^J-Ji-r-^-riRl— -e$>oTtiJ:V^LM;& 

by 7!j7y :/^:OS#tf btuSo 0* L< b y ;^7'y y by;i/:/y:^T' 
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UTigHM^T-^ ;5o /hM®c;b:7"-b:/v^J(7)::k:#$ (^) t UTf^ 0.5mm 
5 jO>ej^8mm}iJS0*L<. J: t) L< 1 mmx5^e>)^ 7mm. 

* U < t*^ 2 mmd=> 6 mm. $ b Ktii-'k U < 2 mmd> 4 mm-e 

m 0.1mm;i^b4mm;dS^^U<^ J;!9^?^b<fi^ O.lmm;?!^?) 2mmT'fe 

T0^L.<«1 Oi®;0^e,4 0 0^T^fe«9. J; «9 0* U< 2 O jli;6^6> 1 0 0 
15 iHT'fet). ^ e>J-0*U< fi3 0^;O^C> 5 0^@-t?fc5o :tfc. /h^iJc:;^ 

im-A^h2 omxh^. J; <9 0^L< {*l^;0>e> 1 Oi@T*fe!9. $ btc^^ 
b < ?i 1 b 2 iSt?fe§o (A) z^iz/uMtt^i^—J^ i^p^yU':ft 

20 0^L< tti^S-^e 0%T?fc«5. J: b< fi^l 0~5 0%-efe^). $ 
& {-0* b<ji20~45 So (A) (D/bmW^:^ :f±/uM lOO W&% 

i^n-t^mi^mmmm(omA%i'i0i^ b<?±4o~95%. j;«9 0*u<{± 

5 0 --9 0%. $6>fC0*b<«5 5 — 8 0%T?fe5o o 

13 



wo 2004/017954 




:T/JP2003/010S62 



m. -r^f^^m. ^^^y:^m. ii-^wm. -Y-ym. hi^^oa 
^m. 4^m. mm. mn. mm. mm. T/nt-v^^/y =i-7vjigji§^3i><. 
^ b y ^ y "fe y K (mc t) . v]):^zfvv>. -if]}^]} iymmm^:^y'^i^. 

tfti4^^^ji:bT^?*L<ji. fpmmmmhVisfv^v V (mct) * 
10 fc{:i b y 7* y y i^x-h^ o ^mmmm h y v v ± y k (mc t) ti-±^ m 
mm<ommm^^^ 4 ~ i o i^h^sus^m hv^'v±v k^^^k^ -r t> <^ 

15 hy ^iJ^y :/^3d5WbH5o iJif^b<J*hy;*;7'y y hV^TfV^'X 
^^^ 175/^;^ ;?;;^i5'— 17^^;^, ^^^a^^, 

mi^immmifibfL^o 

25 ym. ^mwm. ^-^^fi&m. ^^.m. -^^^m. ^^y:^m. y^-^^vm. 
•Y->m. ^ty:^±^m. ^^:7^T7_^^ ^-^m. mmm. 
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:^v-:fm. fc-^ixjft. ^m. -c:ijm. mm. ^=-m. mm. i^m. 
"p-mmmm. mim. '^mmmmhViifv-^v k (mct) , v])^tfv 

?ftft^^^^^J i: UT$f * L < ^mmmm hV^rV-^V V (MC T) t. 

tz.\t h y :*:7'y y >"^th^o ^mMmm b y iJ^y -t y k (mct) ti-i. m 

20 bTiil:]S$i^-e# ':f-^^i^n\<DX^ $ (i^l^) i: bTfil^ 0.5 

mm;6^e>^8mm;dW*b<> J: >9 0* b< 1 mmja^b^ 7 mm, $ e> 
iJl^* b < fil?^ 2 mm;a* 6 mm, ^ Kfii-iS. L < «^ 2 mmib>h^ 4 m 
m"C?feSo /h^lfe^^^rZ-fe/v-^it^^Ai: UTfi, 4 o OiBjJS 
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b< tti W^6>2 0<@"t?fc«3. J;9i?^b< aito^b 1 0<@-cat>«5. $6) 
iJi^f ^ b< « Ha;S^b 2^at?fc:5„ (C) <OfY^J3-zf^z:fim 1 0 o®»% 
lc^i-a/M#C:^7 >^-fe-/^^J^(DHft% h UTiJf^ U< t-i^ 2 0 ~ 7 0 %-efe 

-e$jSo (C) <D/hMife>C:*:/-fe/i^^l 0 0®S%tJ:^'t-S?ft<4^ISS5^(D® 

U<1*5 0~6 

(D - 2 ) v^iJ' n :7 ^ fc:«-^0:^*3 J: XJ-mmWMmt^ h J& SM^JB 

ftH^^fi^ ^^^^m. ^-^y^m^ t-^yy^fi. •^v^?ft> ^^y^^-r 
f^->'?ft> m.m. ^m. mm. us?*, z^tufui^^-ifv^^ 

fbjft. ff^tJi^^hy i/y-fey K (mct) . yv:ti':fv i/y-fey^' 

015^^:5^ 7"/K ^y;^7^Ty i^^^y-fey T^y y^i-^—bso^ Ti^y 

a^f^wvij^y 3— /I'^.ss^tf btt. ^itte>(^— sfesvNfizLS^j^jijiiisa-a- 
25 ?ft{4;^^S3^i i L-c^j* L < fi. tf'^iiifls^ h y y -fe y K (mc t) * 
tctth]):^:fv vi^-vh^o ^mmmmhVii^D-^v (mct) tn, m 
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^x\t^XhX^/\ m^ft. V)}^':fu^i^, bp;«;^yyi/, V3:^zf)):y, 

5 h y 7 y ^^m^m-fhti^o 

is*7tfi2ffi£<±<^^?^^j. j^-a^^j, ^^j^ ^^j, mmm>m^. mvc. 
15 msmh\^x\'i.. mTUit. mm (Mx.fi. ^i^^m. ^m. mmm. %m 

D— /K ccy^^y h—y^^ .^^i^.^^ ^^^^ ^->y /k 
m^my'i^y'iy. ^J^.^t'i^^^^ =:^f-^zf:^^ M^H-fe/un->^ (Mx.fl. 

^-a-^Ji: U-Cfl. Mx.flt: Kndr->:/n tVi^/Un— t: Kn^J^e^^n 
fcVM^/i^/i^n— ^fK:/, 5j?y tf^/i^tra y K^- (M^fl> = y K 
V2 5) . p«^/l^^/H3— 3Ky f:=i/ur/^=i— ;{7/^>!f?^i/p« 
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5 ^*^ii:LT«. mk.^£&m. D-y/Hf /K ^t^y iJ'^:/ 

mmtvxn, m:^i-£u^l^m. ^:/h-/K ?*o;$=>?ft^;dS 

15 m^R^irLTfi. M^f^;^-7^Ty V^-ri/^':;^tJ^^, ;^7^T y 

25 ;as^*f6,n-5„ 

t UTf*. -e»l;tfi53< y y/i'-<- h 8 0 , ^ y h y 
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PC) ^:0S^J:fbtL5„ 

v?>^ n :7 a. -^^ ^ fz.n.^com.^ i; tJf^^U^J^:. 5 M^m^ife h bT0^ 
10 b<W: (D-1) ^^^^ya^'r^%tz.\^^(OM.^^Ximmt^^fi:^Winm. 

(D- 1 ) (Dmmm^m<Dmnmm>^mmt \^xitm o.4g/m 1 

h 0.9g/m 1 L< . J; 19 0^ L< fiO.5 g/m 1 J^i^b O.Sg/m 1 X^ 

5o (D - 1 ) ©a^^m^fe^ 10 0 Mm%icM-f'?>mmm(DMA%n, * 

U<f*20~95%. <fc»30^U<?*3O~9O%, $ b< 5 O 

20 ~8 5%T3b5o 

•^Tfe (^?i|;tff. -SyX/L^, HS/X/ui£. Egfiyxyp^, SfiyX 
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^'Pti:< t^imUJKD (A) (D) ^^^ir^i-Diom^'^-^JU 

Mi \^i^n^^:^:/±/u<D-^4:^tL.Xi-±2^i!)^^5^tm'^\^<. J:^^ 

10 :^:fJ-:fir/i^MW^ U< ^ ;5^o^(^-:x— ^ ^ ^ :^ b< 
{i^0.1mm~6inml?fe5, A l^;^;<7:7''fc/P^J 1 0 0®a:%{Cjy-t" -S'^ 
-.fc. l^;^ :7'-fe/l'|fli-S:©^«% t LTi3^* U < f**^ 5 ~ 6 0 %T'fc >J , J; 
0*U<»^1 0~5 0%T'fc!9, $bt3:i9^^b<?S2 0-4 5%-C'fe«9, 

15 <fi40~95%, <fc«5ii?*L<«5 0~9 0%. $ L < ?i 5 5 - 

8 o%x:h^o (D)<oi:^t!^u'^^')-^^f:in^(Dm^hf3:^mmmmm^. 

^•^jvxi'-:^^ -^tz-nrnM i^mio ?v^/t? j>^xM ^ w^h\^xn^\.<n, 
-1) (ommm.miinmmmn'^\^<. wmiwmu'^m.h\.x\±^o 
h^o (D - 1 ) (Dmmn^m(DmMLM(Di}^^mm t lt(*^ 0.4 g /m 1 

fe0.9g/ml dS0*L<, J: !9^f^L<?i0.5g/inl;e)>e,0.8g/ml -e^ 
25 5„ (D - 1 ) <^M^m^#; 10 0 L 

<?±20~95%, J;»50*b<ti3 0~9 0%, ^ e>tc:0* U< « 5 O- 
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8 5 %T*fe So *fc, m:^ >^-fe/KDf--r 0 ^■(Dm^. (D - 1.) (Dmm 
10 0 m&%Km-^m^m(oMA% t vxm-ie. L<tt7o~95% 

m^. (D - 1) (D^^m^!^ 10 0 K»% \^^ir^wmn(DnA% t\^x 

5 0*b<«5 0~9 5%T?fet), <fc«?^f:^L<rt:8 0~9 5%T'$)So 
•zr^)V(n>^^ Xd^ 2 ■i-<Dm'g-s (D - 1) (r>mmmf^ 10 0 ®»% 

^mim\(om.m.% h ur^* b<{i 40-95 9 > 0* u < 7 

5 ~ 9 5 ;5o m.iJ -zf^jvco^y^ 3 -^(Dm-g-, (D - 1 ) <n>mw^ 

^mioo m&%i^Mir^ mmi(Dmm% t lt^* u<« 20-90 %t' 
(D - 1 ) (Dmmm^m 100 m,&%\zMir^mmm(Dm.&% t \^xm 

*L<{*2 0-9 o%-efe»5. J;«90*L<«5 0~8 5%-t?fe5o 

5 -^(D^, (D - 1 ) (7)M^J|a^i^ 10 0 
m.mM(DMA% t UT^f * L<« 20-80 t). J:!9 0*L<{i5O 

15 — 7 5%-efc5o 

r^>;Se< i:^> l^iJA_h(^ (A) :}3j;tK (D) ^^^-T^ l^(DWiiiJ^t/u 

mi n^^^(D:^mi^mcxmm-t^:z.ti)^x%^ mx.tt^ (a) , (d) , 

20 W:^zr'^^vM-ibmhfi^o 

^<i^fi:<t-him^±.<D (A) joJ;D« (C) ^-^^i-S 1 o<^^;&:7'>fe/U 

*L<fi4-f-;^7 7^-fe/^-e$>5<. Wpfi:<^thim^±.(D (A) (C) 

25 Mxi?^. (A) . (c) , '^h\z.i;m\^it>>\:.xman-^m^-:/'^M^:h 
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r (B) ^i:XJ^pfj:< t%im&.±<o (c) ^^m-t^l-D<Dm:fy^±/i' 
^\^<i'iA^:h'^-^jux-h^o r^5^ (B) (c) ^^^-f-^m^>^ 

5 n^^isi(D:^mKm\:^xm^-t^:Ltf>^'x^%^ m^i-^. cb) . 

ri>?5j< l^^_h© (A) *Dj:t;? (d) ^^WTS io<7)^;5;r-fe:/^ 

n-^]}^^^ ^mmm) ^mrm m^^^ hm/x 

r (B) fc<tt/^-^ce< im-ho (c) <lr^^i-:5 lo<D|}c;(7:7'ir/^ 
i-£^ u-^v-m. m^f^. -m/x^^^fe, hs/x 
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•^s <^m>^ig-^:^/^y 7" D ;^ ^71^;^ ?± n :7 ^ ^ ^ ^ (Dm.(D 

xfs:?>m:^y-^7i^mit^^<D:^m\^mcxmm'r?> :Ltf)ix^^ m^f£n% 
20 ^tfe m^i-£. n-ij^y-ife. ^feife^) -^^gTO -fiyx/k 
Hmyx/w^£, ram/x/u^, smyxyv-^^) ti:t*<Dmm^m:^:f± 

25 ^^::fo*v^r. :tjuyy'r=i:^^/i-^^^ir^^:ij-:f±/u]^fs^t\^X 



23 



wo 2004/017954 




;T/JP2003/010S62 



m^f£T/i-:u V mmif^-f-:^, mmm'^y^>^. mm9m.'^9'^i^^ it^m 

^y^y b-/K r?'ntri^>'j/y 3— jj^yai^^v^^^y a— 

(D) LT^Sc S^;«7 •:f-^^un\i^yM^(o-^^\z.f$. V^xmmrt^ r t ^as-x? 

20 fi, -Myx/ki^, HMyx/i-^fe, Esa/X/^^fe, ssyx/ufe^) /^^<?5 

^<p^fj:<thim&,±(D (A) ^^ij (D) ^^w-r^ioo^^jj (i<2j 
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mm. m^mEmm. m,^mEmmm^ ^^xmrnit-r^ :Lti^^^n 

rt5>5fe< i:t>imJi© (A) ^i:XJ<{}^t}:< thimsiJifD (c) 

15 g/5)^e>2 0 Omg, J:!9^f*L<f*2 5iiig>d:»P,l 5 0ingT?fe-5„ i^^^ p 
0 0 fi s:dmif^ti. 0^\^<m n g7!)^hl 0 0 n sx$^^^ J:9 0*b 
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2 5mg/6iP> 1 5 Omgtc>!tbT:^/^/:7'a;;?.^/l^5 \x g^d^b 3 0m g*T?^5 

15 it m^mf^fmm t VX0^ U < fi, 10 :^^(D 1 e> lOOO 1 Xh 
5000 :^(Di-^^h 5000:9-^)1-^^^0 

20 y)±^m^tl^PG 1 2 ClP^mm i:PGE2 (EPI, EP2, EP 
^tLTV^5o NSA I Dil|§Mfh:§^^#^^ilIt-'5PGBI^m-?*> ^ittb 

yynps'f'jv^'i^m-i. PG^m^(Drpx\ 1 p^mm^M-r^mmm-i^ 

25 mcm<. EPl, EP3. EP4^Wm3:^*r50fPttt>5tV\ ^ 

y:7'n;^ /^jS'l4#:f*E P 3 *5a;t;?E P 4^mt^^(Dmfam'±m^i>K E 
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:^mm<DMmmmmn^. mm. mm. m^mm^^wu m^t£. mm 
V ^-r^. V ^-^f-Wk. ^m^s^mm^. mm^^^m^. mm'i^^mm. mm 

nm. mm. mm(Dm^. nmrn. nmmm^. ^mm. 'wmi^^i^^. 
•A^^mmm. m-mmmm) m(Dmm^^xy^xi^tz.\-x^mmt\^xm\^^:L 



27 



wo 2004/017954 



:T/JP2003/010562 



»!l^J 1 : m.io^^jvm- 1 

hy;«7>^y j;:/5 2 8 gic-^ey^-T^ry v^i/y^y (mgs-b) 7 

y^;^^ (6 0mg/^3 0 0 g) 3 0 0 g 
>r3cr^i5^^^^^VNTaT^|&#L;^c(Dt>l SOAxn (8 Omesh) ^t?^ 

f 6 i t J: «5 . TI2^:;&-(D|Jc;i7 :7'-fe/W'^j (^fj- 7,200 ^ ^tmrn b^c„ 
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* (mg) 




0.005 




25 


■=e / ;^ T y i'^^ y -fe y 


6 


h y^e/T'y y >- 


69 








50 


^i^y-ty 


5 




15 




170 



hV:^-:fV y V6 O 0 gtc;^/w:7°n:^^/i^;^h y ;&7"y y ^^mm (6 
5 0mg/300g) 3 0 0 g ^^;&o U bfco $ ^fci^'iJ^ n :7*-:h>^<:^ 

*>18 0;iin (SOmesh) ^T'|^i§Lfc„ itiE(i;^^^^jiilS Lr^;&-^Sr# 
■r 6 ^ (31 J; t) . TfB^;^(D|>c;^ :7'-fe/P^J (-a^ff- 7,200 ^^/u) ^^at Ltc, 





4 (mg) 




0.005 




26 


h V:^^]) y >- 


75 








50 


^i^y^y 


6 




15 




170 



29 



wo 2004/017954 



T/JP2003/010562 



00mg/'200g) 1 0 g^m^HU JS-a-Ufc^ ^ fejdv?^ n :7a.^j^-^ 
b y A 5 0 g ^iPx.. imm\^XmWV. l 5 O /^m do Omesh) ^T' 
5 L]^o 







ft (mg) 




0.005 




25 




276 




300 



m^\m4: : HPMC^II;i7:/ir/W^j- 1 
tH,200:*r?"-feyV') ;Sr^5tbfc, 



15 





* (mg) 




0.005 




25 




276 


CI pT 


300 



iS^JMS : HPMCSI:«7:7'-fe7t'3|lJ-2 
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MJ ;^ 7" y y >• 523.5 g itcmtm 16.5 g ^mm i^^mso x^izmu ]^xm<b; 

^^^M i^fno ^M^^ T'p;^^/!^^ h]}:iJ-:^V V ( 2 o o 

IJ' A 5 O g ^;(jfl;t. ^iifCT^^ 1 5 O M m ( 1 0 Omesh) ^T-^ 
5 bfCo 



H P MCgl;^; :7'-fe/u^j_ 2 c^^;;^ 





» (mg) 




0.005 




25 




8.25 




266.75 




300 



WMM 6 : H P M C ;:/ir7V'^J - 3 



MPMC^jtriT^-t/U^i— 3 (D^:^ 



15 





* (mg) 




0.005 




50 


hv:^yv y 


250 




300 
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5 





* (mg) 




0.005 




25 




255 




280.005 



(-g^th 5,000 ^-fe/u) tri§iliLfc„ 
2 2 g , T l:f'fe7V4 5 g . 3 y K^^ 25 4 g V) jt^^M 

3) -^7^>'«fl;&:r-t>'V^i©iS5t 

(Mfi^m 2 ) 1 4 O m g i: 19 4 y 5^ iT-feyuic^JK-T 5 

w i 1?TIB*2.:^(^>-^ 7 ^VfiM;^? :7'-fe /i^^ (-a-tf- 5 0 O ;f7 T'-fe/i^) t:mm Ufc„ 
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Tiajj fix V--' px w 


-& (ma) 




0.005 


k 71 ^ 7? If 


8.33 








5 




0.9O 








25 




44 




22 




45 


:3 y Ki^2 5 


4 




153.895 



5 "t^MJiS^h y -J'^-fey K (MCT) 9 0 0 gtc:v»>^n:7 3i'^jjr^}.y 

Atm (somesh) UimL^wmn^x^xmsm^m^o 

10 ^5 12.5^ng(^>^;^^a:7cc':^^5'>:^^y t>A^-^#-t-S^5.5min(DroundM 

15 3) HPMCmy^':^-^JUM<Dm^ 

2 ) 5 0 m g ^ 4 -i-H P M C^;i7 Zf-^M-^LM^C J; t) 3691 i^-yK 
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^i^^tr o:Lticxy), TIB^:;^<o h p m csi;^ tr-fe/u^W (-a-fh 2,000 :fy :/-fe 









* (mg) 




12.5x2 


MCT 


37.6x2 








35.4x2 




8.15x2 








0.006 




50 




237.105 



5 m^m\ 1 0 : "^mmmM- 3 

h y ;&7'y y V5 0 O g{^::^/l'y7'p:^f^/U«r5 OmgmStlU. m-^LT 
xomAmW^ti-zf^jvU (-a't^ 8,000 ;(7:7°ir/^) ^MatUfCc 
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3 (-^7^>'^g|;^;7'•fe/^JSf^J) (DiSk:^ 



^^^OBfe^ * (mg) 

^/i^y 37" p ;^ ^jv- 0.005 

hy^T'yy:/ so 

•^9^^^ 35.4 

^iiJ^y^y^- 8.2 

i?^5'^:7 3i«:^^•^^s y t^A 12.5x2 

MCT 37.6x2 

•^^^i^ 35.4x2 

i/^yiry^ 8.15x2 

■a-ff- 280.705 



$fe;«7:7'-fe>^U"ft:-r'5 <i: tc: J; t) . TfB^:;^© oblong M 6.7mm. i9.4 
10 mm) 1lk:^y'^/um (-a-tf- 1,200 ^MatU^o 
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Tcayj fix raj.7j 






0.005 




300 








185 




55 




25 




565.005 



<D->—Au:^:^':f±/u (-^fH oo g ; i:iJ^±juMMm o.ssmg) ^mU 

y'^^yi^Z 2 g. 5 g. ay Ki^25 4 g ^^ifejz: J; jfJ^^^t 

3) j^^J(^Mjt 

-hlB<^^^— A i^;^;^;:;^-^/^ (m.0.m i ) 30.6m g^7:J'h-;^35mg, h 

iooo^tr#fco SiJtc^^^©>?^ D:7al-^^:^ h y iJ'AfiD^Jfefcj^i (^fl^'^2) 
1 0 0 g t :5?.-7^T U 0.71 g ^M^UT^ffii^5|5i: urc„ 

20 #7mmOW^^^J (^fiQOom <lr#fCo 
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mmm 

» (mg) 

::*->'wy zfn:^ 0.006 

hV:^Z^VV>' 25.0 

•^^'^ly 5 

Wtif y -fe y 0.56 

9^ h 35 

^J-i^nya^-r^-f-h^) ^J>^ 25 

h*-;=^ 44 

h a n ^'T':/ 22 

T lf-fe>'i^ 45 

=« y Ki^2 5 4 



B'f^ 221.865 



mi^m 1 3 ; j^mmmm- e 
mmm i 2 r-^it ufc-i^-A i^;^;^^'-^/^ om^^^ 1 ) 30.6m g ^xxi-mm 
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Viiiy/ 






0.005 




25.0 








5 




0.56 








25 




44 




22 




45 


ay K:^ 2 5 


4 




170.566 



^i^Mi : NSA I T^m^mm^\z.n-t^^fv^-:rxi:^j'jv<o%^ 

( 1 ) N S A I DM^W?t]^t2:5Sfi-5^;^ 
5 g *^§;!KTT- 1 6 ~ 2 4 ^r^l^^^-^fc L e w/C r j ^W^"? V V (OW- 

(#NSA I D^jii^^^eHtf}^:. ox5if^^^^mm-^fz.\to\imwL^m^{^ 

10 MI^^<Dm^<S:^#(c-rs;^J>?)(ci. ^^S-^ 3 3 0 4 y - 
y r V h • :y^y^>- 6 B (brilliant blue 6B) iiS:t:^^=SrJll^JPJ: 0.5m 1 2^ 
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• #NS A I DW^m : 0.5%?i^/U±jUu-'P.'mMm. 
7.4) o 

5 mm(D^^^^\.fCo ) <^)gm. €-N S A I D^-^PI^±^|^5^<D?t^^ 
mm-^'^^ISt^mty^X. D i33j;t)«Acfi3 Omg/k g. Inf:i2 0m 

(2) l«^l£-=e-7*/HJ:*Jit^^^m. NSAI D^|SW^t^i-*l"t-S^^ 

10 L e w/C r j ^^^{47 y h(D^mW\^^. v"/^^®!*Tl^TfeMmfe 
A (Mycobacterium Butyricum) O.lm 1 /ESSr^-^L^ j^lJ^Llfco w<D 

fip^ 4 ~ 5 #r^fiiT' 5 HI®*, wmmm 5 la i: t>BtBi^j^?^^-r7 5^ h 
J; i s^gTkTt? 16—24 ^isM^ bfco m^m (#N s A I ummm^ 

(1) *3j;tJ« (2) <^a!l^m^* 1 iJi^-To 
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(%) 



(%) m^^mmm> 



Di (30 mg/kg) + OU (3 nQ/kg) 
JtU! 1 In (20 mg/kg) + OU (3 ng/kg) 
tiM 2 Ac (30 mg/kg) + OU (3 ng/kg) 



67.30 



37.70 



15.80 



29.40 



45.20 



0 



8/10 



5/10 



8/10 



i ^MtKTT' 1 6 ~ 2 4 B#FHlB^$-^i:fc L e w/C r j ^^tt^ y h 

mmmm (#pg (ou. md ^-^^^^-^^©ttj^^s^j^i^f-rs 

#PG (OU. MI) ^S-^^<Dt&gF(0:g$Otfc^) Sr»mL^„ ^£43, 

20 • D i ^^^^ : 0.5% 7« ^/I^-fe/l' P — 

•#PG (OU, MI) #^-^^^*fc(*OU*5j;tmi^ :0.5%ai>jry 
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-ji^^v^^mmmm (pH7.4) o 



^2 












mm (^-^») 


mmmm (%) 




n Di (30 mg/kg) + OU (3 ng/kg) 


67.3 


m 


^ Di (30 mg/kg) + Ml (30 jtg/kg) 


56.0 



5 

4 0 0A£g/kg :i3j;tJ«5 0, 1 0 0 ju g/k g (# 

j;oT, D i +OUig-^l¥?i^ D i +M I ig^:9^trlt; L. W>ffi^4^-*5V^T 

ei±<^^l^ 1 ~ 3 (O^^t^h^ NSAIDtPG^ (D;m^^*?ii:<Jr UT. 
15 D i tOUOm^-^^-^ldS^iiT'fe'Sr i:2)S;b;3^§„ 
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0\J(D 


mm) 


(%) 






7/8 


85.1 


97.3 




7/8 


49.2 


56.2 




5/8 


78.2 


126.1 




6/8 


75.7 


100.9 




7/8 


76.0 


86.9 




7/8 


6.2 


7.1 




8/8 


28.8 


28.8 




7/8 


14.1 


16.1 




6/8 


3.1 


4.1 











m^if\iU^^i-i. ou (D^^i^mt VXD i i:ii^*fct*D i (Di^^m. 

g *15;icT-e@?l^^^ (D S - 5 (^fo^) ; 3:^>'^5'/W^«:X|| (t5^) s 

10 2OOg/'lsI/0) -t?^Wbfcifttetf-i^/^:^ (1 0~1 5 '^^ifr, ^#:5 
E) l-x =^x£i-5D i (D i (D^-^mt UT 7 5 m g l^l^a^i" 

T-TMz.^y), tk (10ml) ^3mm^mQi^-^vt:L„ mi^<D^^m. 
0.5s 1 > 2 s 3 s 4 s 6 *5 J; T>* 2 4 f^mm^. m^i^^m-^^ h ikm^^ 

15 mUfCo $^StU;^lliL?^Srit'{l"'^g| (4''Cs 3000rpms 15^) bXs 
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#^r. ^^^wj#j-C' 2 iHi (-a-w-C'siei) n-ofzo m^\^itTD i (osk^^m 
5 mmir^i^-^(owm) > auc (ftji^TssK) i^^m) ^^wufdo 
D i ^^mnmPf 

'WmmixmM\^tLmm:iy i+oum-^n (Di (2 5mg) +ou (s 
n g) <^K'a'^j) 

10 • it^mn 1 : D i ^^^J ^^iJ' (Mffa^) . D i (2 5mg) 

• im.mM2 ; D i +MlBa'a'^J {T—:^X2y'y^^ (Mffa^) ^ D i (7 
5mg) +MI (2 0 0 vug) (Om^M) 

ii^^u7a^'ri^'rhv^j>>(Dsk^mm.) (n=5) 

1.5 52.8 
5.8 62.6 
19.4 21.1 



Ml (3^) 11.2 
2 (1^) 6.7 



15 *4 ;*:^P^^^Jfi. ifcl^^^Il. 2tc^UT. l^^^iKDC^,,^^ 
Mo ^e>^^:^ :*:|gPjm^f*> itljSf^^il^ 2{;:^L-C. T„,,:as^V^i 
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5 

S PF/C r j Wm^7V V (9al#) <^#:fi%S!l^^s ^^<^#:«<?D2p 

TKbfc^ix hiJlS 0%^^)-^n^;V m.W:^Emkmm (1 Oml/k g) 
10 ^Ir^STtS-^ Us ^C) 4 8 ^^m^^ 7"/i-^®!'T-eil^fllR J: «9 ik^^^ l.5m 1 
^WM-f-^o zfx^:^ =^;v (j^^ : l %mi^=^ ^ J —^^^ 0.4% TweenSO 

F-DAos m) ^^it^BWj^mmm (au4oo cs^fo^) , :tvi^y<:^yt^i: 



m5 : :^/^/>^n;^f^/K^>g|S^^^^^^J^^ 







UN (mg/dL) 


ORE (mg/dL) 


mmMm 




18.8 


0.19 






163.7 


2.74 


mm 


GC (^T) + OU (3 ng) 


89.7 


1.38 




GC (iS:T) + OU (10 ng) 


79.9 


1.03 



* : ^m^^W. ** : 1%3i:?y — 7i/^;^0.4%Tween80^?g 
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m (1 i-7*;^-=^^^-A^*'^*^ : 17S, 2 o-v?7«^/^-6-;^^y-:;^i3 

(HPLC) -X?^^L:^::„ 
15 i)-^^;^'lr^ 6 





WJ««|2 






mmm 5 




19.4 


0.0 


0.0 


0.5 



^^JM 2 Xfri-t^fJ zf'^/vm-i-. 2 0 %<^^i3t^^^^ 

<D Jj:^ MWJ 3 ~ 5 :/-fe/^i^J^*^ m ^ ^ i i -y^^^^^- A ^ ° 

20 
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n ^^^ife ( 1 1 -x^a-'^i/- A ^ <D±m^^ HPLC X-^^m bfCo 



m7 : (%) 







mum 4 






0.0 


0.0 


0.3 




41.8 


0.5 


1.9 



m<D^mmn^ ^mm'P^'^V^'?^ (hplO tr^^^U 

17S, 2 0-v?p^^/^-6-;^'¥y-8- 
15 ^y:rn;^i?^7>'i^>'E 1 ; 1 1 A ^ ; 1 
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^8 : 8->ry#:. ll-y^:t^Zyi^(O60'X:\ZiSi1r^^±^m (%) 



mnm4 










0^ 






2 0 


7.4 


0.0 








5 0 


12.4 


0.0 
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